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abstract

In previous studies, we have developed a medium-sized peptide
inhibitor that binds to the ET domain of BRD4. In this study, we
have developed a cyclic peptide (cMLV_04) that binds extremely
strongly (1 nM), expanding on the previous peptides. In order to
understand the binding mode of c¢MLV_04 to the ET domain from
structural findings, we performed a conformational analysis of the
complex using nuclear magnetic resonance (NMR). Next, to confirm
the anti—-tumor effect of c¢cMLV_04, we evaluated it at the cellular
level and found that it showed no activity at all. Therefore, we
developed a new peptide (ETDi-TAT) fused with a cell

membrane—permeable peptide to enhance the activity of cMLV_04. As




a result, it showed anti-tumor effect against pancreatic cancer
cells, and its IC50 was several u M. We plan to evaluate the activity

of ETDi—TAT using an individual pancreatic cancer model, Drosophila

melanogaster.
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